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ABSTRACT 


Premature ovarian failure syndrome is a symptom complex 
characterized by hypergonodotropic amenorrhea in women under 40. 
Known causes include: 1. Genetic aberrations that can affect the X 
chromosome or autosomes. 2. Autoimmune damage to the ovaries, as 
evidenced by the observed association of POF with other 
autoimmune disorders. 3. Iatrogenic after surgery, radiotherapy or 
chemotherapy, as in malignant neoplasms. 4. Environmental factors 
such as viral infections and toxins, the mechanism of action of which 


is not known. 
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Relevance: POI or premature menopause is a 
pathological condition characterized by the cessation 
of the functional activity of the ovaries in women 
under the age of 40 and manifested by amenorrhea by 
high levels of gonadotropins in the blood, infertility 
and symptoms of estrogen deficiency [1]. Today, the 
frequency of POI, according to various sources, 
ranges from 1-3% up to 10% of the female 
population[3]. In December 2015, the European 
Society for Human Reproduction and Embryology 
(ESHRE) published guidelines for the management of 
women with POI, according to which the diagnosis of 
the disease is established based on the presence of 
oligo/amenorrhea for at least 4 months. in women 
under 40 years of age and FSH levels over 25 IU/L in 
two studies performed 4 weeks apart. The 
recommended minimum screening plan for suspected 
POF is: karyotyping, pelvic ultrasound, FMRI1 
premutation testing, autoimmune antibody testing, 
densitometry, thyroid antibody testing(4). The causes 
of POI are heterogeneous and can be represented by 
genetic, enzymatic, autoimmune, infectious-toxic, 
iatrogenic and psychological factors, defects in the 
structures of gonadotropins, as well as_ their 
combination [5]. However, despite modern diagnostic 
capabilities, in most cases it is extremely difficult to 
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accurately identify the etiology of this disease; 
therefore, the idiopathic form in the structure of POI 
continues to account for more than 50% [9]. With 
idiopathic autoimmune and genetic origin, POI is 
distinguished by familial and sporadic forms. The 
frequency of familial forms of POI is 4-31%, the 
frequency of the idiopathic form is 81-87.3% [6, 8]. 


There are 3 types of genetic factors in which POI 

is observed: 

> Chromosomal diseases: Shereshevsky-Turner 
syndrome, violation of the structure of the X 
chromosome (fragile X syndrome); 

> Monogenic diseases caused by a single gene 
mutation; 

> Polygenic diseases caused by the interaction of 
several genes and external factors [4,7, 11]. 


Of interest are studies of markers of ovarian reserve, 
such as anti-Miillerian hormone (AMH). Serum AMH 
levels follow a decrease in the number of follicles 
over time in healthy women and fall to very low 
levels before menopause. It was found that when 
measuring the level of AMH in different groups of 
patients with secondary amenorrhea compared with 
healthy controls, low AMH levels are more common 
in patients with POI [8]. However, low AMH levels 
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can also be found in women with regular cycles and 
low ovarian reserve. The analysis used in most 
studies to date is not sensitive enough in this context, 
as AMH levels become undetectable around 5 years 
before menopause. This may change with the 
development of technology. It should be emphasized 
that women attending fertility clinics with lw AMH 
levels but regular menstrual cycles should not be 
diagnosed with POI. 


There is no evidence to support the inclusion of 
ultrasound in investigations to establish a diagnosis— 
there are no ultrasound criteria for POI. Since ovarian 
function can fluctuate in women with POI, follicular 
activity may be observed, which does not distinguish 
POI from other diagnoses. There is also no evidence 
to include laparoscopy as a diagnostic modality for 
POF, with or without ovarian biopsy. 


Premature ovarian failure has received increasing 
attention from clinicians and researchers over the past 
two decades as it has become apparent that this is not 
a very rare disease. The frequency of this syndrome is 
3.7%, with an increase in this indicator in developing 
countries. The prevalence of POI is approximately 
1% in women under 40 years of age and 0.1% in 
women under 30 years of age. Spontaneous POF 
syndrome affects ~1% of women under the age of 40 
years and ~0.1% of women under the age of 30 years. 
An estimated 5% of women experience early 
menopause before the age of 45 [9]. 


The health hazard of women with POI is a deficiency 
of sex hormones with metabolic disorders, manifested 
in diseases of the cardiovascular system. 


The aim of the study was to determine the prognostic 
factors for the development of premature ovarian 
failure syndrome. 


Material and research methods 

92 women with a diagnosis of premature ovarian 

failure were examined. The diagnosis was established 

on the basis of the cessation of menstruation at the 

age of 40 years. The diagnosis was confirmed by 

double determination of follicle-stimulating hormone 

(FSH) in the blood with an interval of 2-4 weeks, the 

values of which corresponded to the menopausal 

range (40 IU/I and more). The exclusion criteria for 

participation in the study were: 

>» Shershersky Turner syndrome 

> iatrogenic etiological factors (history of 
chemoradiotherapy, hysterectomy and ovarian 
surgery) 

> Tumors of the reproductive system. 

> history of cancer 


Thus, the study was conducted among patients with 
idiopathic POI. The study was conducted on the basis 


of a carefully collected family history. The mean age 
of patients with POI was 34.27 + 0.58 years and 
ranged from 24 to 39 years. The study of the features 
of the formation of menstrual function in this group 
of patients revealed that the average age of menarche 
was 14.27 + 0.51 (13-17) years. 67 (73.1%) women 
complained of infertility and 59 (64.2%) women 
reported hot flashes. Vaginal dryness was observed in 
19 (20.9%) patients. All patients with POI had a 
normal menstrual cycle in the past before the 
development of the disease. The onset of menstrual 
disorders in women with POI averaged at the age of 
31.5 + 0.48 years. The mean age of onset of 
amenorrhea was 32.5 + 0.7 years. According to our 
research, 51 (55.6%) women with POI were not 
pregnant before the development of the disease. Thus, 
the study was conducted among patients with 
idiopathic POI. The study was conducted on the basis 
of a carefully collected family history. 


Results and its discussion 

Examination of patients with POI in reproductive age 
revealed a high incidence of autoimmune diseases, 
including autoimmune hypothyroidism in 61 (66.7%) 
patients, diffuse toxic goiter in 17 (19%), rheumatoid 
arthritis in 6.5 (7.1%), systemic lupus erythematosus 
in 6.6 (7.2%), as well as the presence of chronic 
inflammatory diseases. The results of the study 
showed that in the development of idiopathic POI in 
29 (31.5%) family history matters. In the study of 
menstrual function in 60 (65.2%) women, menarche 
was at the age of 13-15 years, in 15 (16.3%) early, in 
17 (18.4%) later. It was found that half of the 
examined patients had BMI within the normal range 
(19.5-24.9). At the same time, the POI syndrome in 
the mothers of the patients occurred in 11 (12%) 
cases; in older sisters - in 3 (3.3%) cases; maternal 
grandmothers - in 9 (9.8%) cases; paternal 
grandmothers - in 6 (6.5%) cases. Attention is drawn 
to the fact that the family history of POI is more 
widespread in grandmothers, both on the mother’s 
side and on the father’s side, which in our study 
totaled 16.3% in relation to all examined and 51.7% 
in relation to patients with idiopathic POI. 


Conclusion: 

Early diagnosis of family predisposition can predict 
impending menopause and these women can be 
directed to achieve their reproductive goals through 
timely pregnancy planning. An adequate family 
history can distinguish between familial or sporadic 
causes of POI syndrome. The risk of developing POI 
in female relatives may be higher in familial POI 
compared with sporadic cases. Another risk factor for 
the development of POI syndrome can _ be 
autoimmune diseases: hypothyroidism, systemic 
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lupus erythematosus, rheumatoid arthritis, 
hyperthyroidism. The diagnosis of premature ovarian 
failure is based on the presence of menstrual 
irregularities and biochemical confirmation. The 
diagnosis of POI is usually confirmed in women 
under 40 years of age by a combination of a 4-6 
month period of amenorrhea or oligomenorrhea and 
two consecutive measurements of elevated FSH 
levels >25 IU/L more than 4 weeks apart. There are 
no ideal biochemical markers for the diagnosis of 
POI Thus, very few patients receive adequate 
counseling for the syndrome of premature ovarian 
failure, which is due to the lack of knowledge and 
experience of doctors. To this end, the study of this 
pathology remains an urgent problem for women of 
childbearing age. All available options for 
reproductive function should be offered and carried 
out separately or in combination. 
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